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DETAILED ACTION 



Status of Application, Amendments, and/or Claims 



1. 



The Amendment filed 27 August 2003 has been received and entered in full. Claims 1-94 



have been cancelled and claims 95-330 have been added. 



Withdrawn Objections And/Or Rejections 



2. The Objection to the Specification as set forth at pp. 2-3 1J4-7 in the previous Office 
Action (27 February 2003) is withdrawn in view of Applicant's amendments (Amendment and 
Reply, 27 August 2003). 

3. The rejection of claims 1-12 under 35 U.S.C. §112^1 as set forth at pp. 3-7|8-16 in the 
previous Office Action (27 February 2003) is withdrawn in view of Applicant's amendments 
(Amendment and Reply, 27 August 2003). 

4. The rejection of claims 1-12 under 35 U.S.C. §1 12 ^2 as set forth at pp. 7 1J17 in the 
previous Office Action (27 February 2003) is withdrawn in view of Applicant's amendments 
(Amendment and Reply, 27 August 2003). 

5. The Declaration of Xiaoning Bi and Gary Lynch filed on 27 August 2003 under 37 

CFR 1 . 13 1 is sufficient to overcome the Bi et al (21 March 2000) "Novel Cathepsin D Inhibitors 
Block the Formation of Hyperphosphorylated Tau Fragments in Hippocampus. " Journal of 
Neurochemistry 74(4): 1469-1477 reference. Thus the rejection of claims 1-9 under 35 U.S.C. 
§ 102(a) as set forth at pp. 8 ^18-20 in the previous Office Action (27 February 2003) is moot. 



EXAMINER 



'S AMENDMENT 
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6. An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
1 .312. To ensure consideration of such an amendment, it MUST be submitted no later than the 
payment of the issue fee. 

Clainv9^(Cun*ently Amended) An in vitro method of determining the effect of a substance on 
characteristics that are indicative of Alzheimer's Disease or r e lat e d n e urod e g e n e rativ e 
disord e rs in rodent brain cells, said method comprising: 

(A) exposing said brain cells to a cathepsin D-increasing agent or compound under conditions 
that increase the concentration or amount of cathepsin D in said cells to an effective 
concentration, 

(B) maintaining said cells for a time that is sufficient to induce, relative to the levels present in 
the absence of said substance, one or more characteristics indicative of said Alzheimer's Disease 
or said r e lat e d n e urod e g e n e rativ e disord e rs in said cells as a result of said increase in said 
cathepsin D, 

(C) adding said substance before, during and/or after said exposing or said maintaining; and 

(D) determining whether the presence of said substance has an effect on the induction of said one 
or more characteristics, wherein said characteristics are selected from the group consisting of: 

(1) the formation of neurofibril lary tangles, 

(2) the hyperphosphorylation of tau, 

(3) the fragmentation of tau, 

(4) the production and/or release of brain-produced cytokines TGF-beta, IL-lb, or TNF , or LPS , 
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(5) a microglia reaction or microglial activation, 

(6) indications of brain inflammatory reactions, 

(7) conversion of p35 to p25, 

(8) changes in the level and/or activity of cyclin dependent protein kinase 5 (cdk5), and 

(9) changes in the level and/or activity of mitogen activated protein kinases (MAPK), wherein 
said effect on said induction of any or all of said characteristics in D(l)- D(9) is indicative of the 
appearance or disappearance, respectively, of said characteristics of said Alzheimer's Disease er 
said r e lat e d n e urod e g e n e rativ e disord e rs, wh e r e in s aid r e lat e d n e urod e g e n e rativ e disord e r is on e 
in which e xposing said rod e nt brain c e ll s to a cath e psin D incr e asing ag e nt or compound und e r 
conditions that incr e as e th e conc e ntration or amount of cath e psin D in said c e lls to an e ff e ctiv e 
conc e ntration induc e s on e or mor e of said charact e ristics of D(l) D(9) . 

Claim $6 (Previously Added): The method of claim <#T, wherein said characteristic is said 
formation of neurofibrillary tangles. 

3 I 

Claim 9*1 (Currently Amended) The method of claim wherein said compound is selected 
from the group consisting of a compound which is se l e ct e d from th e group con s isting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 
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Claim ^8 (Currently Amended) The method of claim iff, wherein said compound is N-CBZ-L- 
phenylalanyl-L-alanine-diazomethylketone ZPAD 

Claim ?4 (Previously Added): The method of claimj^ wherein said brain cells are in the form 
of dissociated cells. 

Claim \Jd6 (Previously Added): The method of claim jJ^Twherein said brain cells are in the form 
of a brain slice. 

Claim I0l (Currently Amended) The method of claim wherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, er and a cortex slice. 



Claim 102 (Cancelled) 

Claim \pf (Currently Amended) The method of any one of claims 96 lO ^ j^KffT wherein said 
rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claini>0# (Previously Added) The method of clainvKJ!f, wherein said rodent is a mouse. 

Claim (Previously Added) The method of claim wherein said rodent is a rat. 



Application/Control Number: 09/9 1 7,789 Page 6 

Art Unit: 1647 

Claim (Currently Amended) The method of any one of claims 96 - 102 9^fOT, wherein said 
rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim ip^(Previously Added) The method of claim wherein said rodent is a mouse. 

Claim l#8 (Previously Added) The method of claim wherein said rodent is a rat. 

Claim ^09 (Previously Added) The method of claim j^fwherein said characteristic is said 
hyperphosphorylation of tau. 

Claim^K) (CuiTently Amended) The method of claim wherein said compound is selected 
from the group consisting of a compound which is s e l e ct e d from th e group consisting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 

Claim J/fT (Currently Amended) The method of claimJJ^ wherein said compound is N-CBZ-L- 
phenylalanvl-L-alanine-diazomethylketone ZPAD . 

Claim (Previously Added) The method of claim l^fwhere said brain cells are in the form 
of dissociated cells. 
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Claim VCi (Previously Added): The method of claimJJ^Cwherein said brain cells are in the 
form of a brain slice. 

Claim J^f (Currently Amended) The method of claim / K5, wherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, er and a cortex slice. 



Claim 1 1 5 (Cancelled) 

Claim 1 ^{(Currently Amended) The method of any one of claims 109 - 1 lS ^ LP^TTST wherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim \y? (Previously Added) The method of claim>ttf, wherein said rodent is a mouse. 

Claim (Previously Added) The method of claim wherein said rodent is a rat. 

Claim y& (Currently Amended) The method of any one of claims 109 - 1 15 KlflHI^ Twherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim J^#"(Previously Added) The method of claim>+^wherein said rodent is a mouse. 

Claim j^f (Previously Added) The method of claimJ>^C wherein said rodent is a rat. 
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Claim \Zl (Previously Added) The method of claim^, wherein said characteristic is said 
fragmentation of tau. 

Claim 12# (Currently Amended) The method of claim J^, wherein said compound is selected 
from the group consisting of a compound which is s e l e ct e d from th e group consi s ting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 

Claim ^24 (Currently Amended) The method of claim wherein said compound is N-CBZ-L- 
phenylalanyl-L-alanine-diazomethylketone ZPAD . 

Claim 1^5 (Previously Added) The method of claim J^£, where said brain cells are in the form 
of dissociated cells. 

op 

Claim 126 (Previously Added): The method of claim wherein said brain cells are in the 
form of a brain slice. 

Claim l^(Currently Amended) The method of claim J2<5, wherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, er and a cortex slice. 
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Claim 128 (Cancelled) 

Claim 12# (Currently Amended) The method of any one of claims 122 -1 2 8 122*t27 , wherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim (Previously Added) The method of claim 1^29, wherein said rodent is a mouse. 

Claim j>f (Previously Added) The method of claim J^, wherein said rodent is a rat. 

Claim l^f (Currently Amended) The method of any one of claims 122 12 8 L23*fZ7T wherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim J^3" (Previously Added) The method of claim J^2ff wherein said rodent is a mouse. 

Claim (Previously Added) The method of claim J>27 wherein said rodent is a rat. 

Claim p# (Currently Amended) The method of claimji^ wherein said characteristic is said 
production and/or release of brain-produced cytokines TGF-beta, IL-lb, or TNF or LPS . 

Claim (Currently Amended) The method of claim wherein said compound is selected 
from the group consisting of a compound which is s e l e ct e d from th e group consisting of 



Application/Control Number: 09/9 1 7,789 Page 1 0 

Art Unit: 1647 

chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 

ClaimJ^f (Currently Amended) The method of claim wherein said compound is N-CBZ-L- 
phenylalanyl-L-alanine-diazomethylketone ZPAD. 

Claim (Previously Added) The method of claim J^jfwhere said brain cells are in the form 
of dissociated cells. 

Claim p^Previously Added): The method of claim^^, wherein said brain cells are in the 
form of a brain slice. 

Claim (Currently Amended) The method of claim J^r^ wherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, or and a cortex slice. 



Claim 141 (Cancelled) 

Claim J>Kf(Currently Amended) The method of any one of claims 135 1 4 M JLS^'rt^ wherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim J/W (Previously Added) The method of claim 1^2fwherein said rodent is a mouse. 
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Claim (Previously Added) The method of claim J>437 wherein said rodent is a rat. 

Claim y£ (Currently Amended) The method of any one of claims 135 - 1 4 1 J3^HtJ , wherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim l^f^Previously Added) The method of claim wherein said rodent is a mouse. 

ClaimJ>l^(Previously Added) The method of claim l>9fwherein said rodent is a rat. 

Claim (Previously Added) The method of claim^Sf wherein said characteristic is said 
microglia reaction or microglial activation. 

Claim ]^(Currently Amended) The method of claim 1^87 wherein said compound is selected 
from the group consisting of a compound which is s e l e ct e d from th e group consisting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 

Claim p^Currently Amended) The method of claim wherein said compound is N-CBZ-L- 
phenylalanyl-L-alanine-diazomethylketone ZPAD . 
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62- <P 

Claim (Previously Added) The method of claimj^&7 where said brain cells are in the form 
of dissociated cells. 

Claim \Sft (Previously Added): The method of claim 148, wherein said brain cells are in the 
form of a brain slice. 

Claim 1>6 (Currently Amended) The method of claim wherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, er and a cortex slice. 



Claim 154 (Cancelled) 

Claim J^*(Currently Amended) The method of any one of claims 1 48- 15 4 148^5T wherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Clain]>Str(Previously Added) The method of claim J#5, wherein said rodent is a mouse. 

Claim J^{Previously Added) The method of claim^S 1 ^ wherein said rodent is a rat. 

Claim ^(Currently Amended) The method of any one of claims 1 48- 15 4 148-*S3 T wherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 
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Claim ^#T(Previously Added) The method of claim J^f wherein said rodent is a mouse. 

Claim J^rO (Previously Added) The method of claim J^S, wherein said rodent is a rat. 

IP* I 

Claim^I (Previously Added) The method of claim^, wherein said characteristic is said 

indications of brain inflammatory reactions. 

Claim 1^-2 (Currently Amended) The method of claim J£*fwherein said compound is selected 
from the group consisting of a compound which is se l e ct e d from th e group consisting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 

Claim J£9 (Currently Amended) The method of claim J^C wherein said compound is N-CBZ-L- 
phenylalanyl-L-alanine-diazomethylketone ZPAD. 

Claim^6*f (Previously Added) The method of claim J^, where said brain cells are in the form 
of dissociated cells. 

Claim J^*(Previously Added): The method of claim J>ffwherein said brain cells are in the 
form of a brain slice. 
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& (J* 

Claim J^fo (Currently Amended) The method of claim wherein said brain slice is selected 

from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, of and a cortex slice. 



Claim 167 (Cancelled) 

ClaimJ^gT (Currently Amended) The method of any one of claims 161 - 167 \6\A€& wherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim (Previously Added) The method of claim J^8f wherein said rodent is a mouse. 

Claim l^t3 (Previously Added) The method of claim )&f, wherein said rodent is a rat. 

Claim ]?\ (Currently Amended) The method of any one of claims 161 1 67 l^Uj^Cb T wherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim (Previously Added) The method of claim J^T, wherein said rodent is a mouse. 

Claim l^(Previously Added) The method of claim J^T wherein said rodent is a rat. 

v 1 

Claim (Previously Added) The method of claim^f wherein said characteristic is said 
conversion of p35 to p25. 
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Claim J^T (Currently Amended) The method of claim J^fwherein said compound is selected 
from the group consisting of a compound which is s e l e ct e d from th e group consi s ting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 

Claim J^T((Currently Amended) The method of claim 4^J - 7£f\vherein said compound is N- 
CBZ-L-phenvlalanvl-L-alanine-diazomethylketone ZPAD . 

Claim J^?*(Previously Added) The method of claim J^C where said brain cells are in the form 
of dissociated cells. 

Claim J^ff^Previously Added): The method of claim p47wherein said brain cells are in the 
form of a brain slice. 

ClainiJ^ r (Currently Amended) The method of claimj^fwherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, er and a cortex slice. 



Claim 180 (Cancelled) 
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Claim J#T(Currently Amended) The method of any one of claims 1 7 4- 1 8 0 J ^74^t7v , wherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

<£> x 9P 

Claim 1^2" (Previously Added) The method of clairn^Wn^ wherein said rodent is a mouse. 

Claim 1^5 (Previously Added) The method of claim UJ-ffwherein said rodent is a rat. 

Claim \jA (Cuirently Amended) The method of any one of claims 17 4 1 8 0 p4<79 , wherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim lj^XPreviously Added) The method of claim wherein said rodent is a mouse. 

Claim U8^T(Previously Added) The method of claim J£t% wherein said rodent is a rat. 



lPT(Pre 



\ 

Claim pj7"(Previously Added) The method of claim wherein said characteristic is said 



changes in the level and/or activity of cyclin dependent protein kinase 5 (cdk5). 

Claim lpfT\ (Currently Amended) The method of claim wherein said compound is selected 
from the group consisting of a compound which is s e l e ct e d from th e group consisting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 
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lim (Cu 



Claim J^89 (Currently Amended) The method of claim 1£8; wherein said compound is N-CBZ-L- 
phenvlalanyl-L-alanine-diazomethylketone ZPAD . 

Claim J^Xf (Previously Added) The method of claim J^Tf where said brain cells are in the form 
of dissociated cells. 

Claim l^r(Previously Added): The method of claim Jj&T, wherein said brain cells are in the 
form of a brain slice. 

Claim (Currently Amended) The method of claim J^t, wherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, of and a cortex slice. 



Claim 193 (Cancelled) 

Claim lS*f (Currently Amended) The method of any one of claims 187 193 pLZH'^l Twherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim jpf (Previously Added) The method of claim Ji>< ? wherein said rodent is a mouse. 

Claim J^XJ (Previously Added) The method of claim \£<f wherein said rodent is a rat. 
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Claim (Currently Amended) The method of any one of claims 1 8 7 - 193 1&3-+9Z T wherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim ^#$T(Previously Added) The method of chim^i\ wherein said rodent is a mouse. 

<<* <\6 

Claim J^9*f Previously Added) The method of claim J#7, wherein said rodent is a rat. 

Claim 2txf(Previously Added) The method of claim wherein said characteristic is said 
changes in the level and/or activity of mitogen activated protein kinases. 

Claim (Currently Amended) The method of claim^J&er wherein said compound is selected 
from the group consisting of a compound which is se l e ct e d from th e group con s isting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 

Claim £02"{Currently Amended) The method of clairn^C wherein said compound is N-CBZ-L- 
phenylalanyl-L-alanine-diazomethvlketone ZPAD . 

Claim ^^(Previously Added) The method of claim ^S€C*where said brain cells are in the form 
of dissociated cells. 
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C\dL\mJJ&\ (Previously Added): The method of claim JjbQ, wherein said brain cells are in the 
form of a brain slice. 

Claim 205*(Currently Amended) The method of claim 2jMf wherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, er and a cortex slice. 



Claim 206 (Cancelled) 



Claim 2#7 (CuiTently Amended) The method of any one of claims 200 - 206 2Q9*gfi5 , wherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim 2^S (Previously Added) The method of claim wherein said rodent is a mouse. 

Claim 2fi9 (Previously Added) The method of claim>Cf7 , wherein said rodent is a rat. 

Claim >K5 (Currently Amended) The method of any one of claims 200 - 206 20fl»3#5 rwherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim 2>f (Previously Added) The method of claim^W, wherein said rodent is a mouse. 

Clairn^^f (Previously Added) The method of claim £K), wherein said rodent is a rat. 
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Claim (Currently Amended) An in vitro method of determining the effect of a substance on 
characteristics that are indicative of Alzheimer's Disease or r e lat e d n e urod e g e n e rativ e di s ord e r s 
in rodent brain cells, said method comprising: 

(A) exposing said brain cells to a condition that disrupts lysosomal activity in said cells, wherein 
said condition comprises contacting said cells with a compound that disrupts lysosomal activity, 

(B) maintaining said cells for a time that is sufficient to induce, relative to the levels present in 
the absence of said substance, one or more characteristics indicative of said Alzheimer's Disease 
or s aid n e urod e g e n e rative disord e rs in said cells as a result of said disruption of said lysosomal 
activity, 

(C) adding said substance before, during and/or after said exposing or said maintaining; and 

(D) determining whether the presence of said substance has an effect on the induction of said one 
or more characteristics, wherein said characteristics are selected from the group consisting of: 

(1) the formation of neurofibrillary tangles, 

(2) the hyperphosphorylation of tau, 

(3) the fragmentation of tau, 

(4) the production and/or release of brain-produced cytokines TGF-beta, IL-lb, or TNF , or LPS , 

(5) a microglia reaction or microglial activation, 

(6) indications of brain inflammatory reactions, conversion of p35 to p25, 

(8) changes in the level and/or activity of cyclin dependent protein kinase 5 (cdk5), and 

(9) changes in the level and/or activity of mitogen activated protein kinases (M APK), wherein 
said effect on said induction of any or all of said characteristics in D(l)- D(9) is indicative of the 
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appearance or disappearance, respectively, of said characteristics of said Alzheimer's Disease er 
s aid relat e d n e urod e g e n e rativ e disord e rs, wh e r e in said r e lat e d n e urod e g e n e rativ e disord e r is on e 
in which e xposing rod e nt brain c e ll s to a condition that disrupts ly s osomal activity in said c e ll s , 
induc e s on e or mor e of said charact e ristics of D(l) - D(9) . 

Claim^^(P r eviously Added) The method of claim^rCwherein said characteristic is said 
formation of neurofibrillary tangles. 



from the group consisting of a compound which is s e l e ct e d from th e group consi s ting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 





phenvlalanyl-L-alanine-diazomethvlketone ZPAD . 




of dissociated cells. 




form of a brain slice. 
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Clairn^W^Cuirently Amended) The method of claim^flC wherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, or and a cortex slice. 



Claim 220 (Cancelled) 

Claim ^2+ (Currently Amended) The method of any one of claims 21 4 220 214*2Tff wherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim 222*(Previously Added) The method of claim^fT wherein said rodent is a mouse. 

Claim^^Previously Added) The method of claim £22fwherein said rodent is a rat. 

Claim 224"(Currently Amended) The method of any one of claims 21 4- 220 < ji4*gf^ , wherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim^J^CPreviously Added) The method of c\a\mJ2f, wherein said rodent is a mouse. 

Claim^2f> (Previously Added) The method of claim_2J4r wherein said rodent is a rat. 

Claim *pfT (Previously Added) The method of claim^t^ wherein said characteristic is 
hyperphosphorylation of tau. 
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Claim (Currently Amended) The method of claimJJ2'7, wherein said compound is selected 
from the group consisting of a compound which is s e l e ct e d from th e group consisting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 

<6 yi* 

Claim 22$ (Currently Amended) The method of claim ^2*T, wherein said compound is N-CBZ-L- 
phenylalanyl-L-alanine-diazomethylketone ZPAD 

Claim ^0 (Previously Added) The method of claim^fTwhere said brain cells are in the form 
of dissociated cells. 

Claim ^T^(Previously Added): The method of claim^TTwherein said brain cells are in the 
form of a brain slice. 

Claim (Currently Amended) The method of claim^t? wherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, er and a cortex slice. 



Claim 233 (Cancelled) 
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Claim^ft (Cun*ently Amended) The method of any one of claims 22 7-233 ^ 32?=25% wherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim^#£ (Previously Added) The method of claim 23*Cwherein said rodent is a mouse. 

Claim (Previously Added) The method of claim wherein said rodent is a rat. 

Claim y#f (Currently Amended) The method of any one of claims 227 - 233 j2?«23Z wherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim Previously Added) The method of clairn^J^T wherein said rodent is a mouse. 

Claim^39 (Previously Added) The method of claim wherein said rodent is a rat. 

Claim^WtT (Previously Added) The method of claim wherein said characteristic is said 
fragmentation of tau. 

Claim ^4f(Qirrently Amended) The method of clairr^4C^*wherein said compound is selected 
from the group consisting of a compound which is s e l e ct e d from th e group con s isting of 
chloroquine, N-CBZ-L-phenylalanyl- L-alanine-diazomethy lketone, N-CBZ-L-phenylalany 1-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 
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Claim (Currently Amended) The method of claim , wherein said compound is N-CBZ-L- 
phenylalanyl-L-alanine-diazomethylketone ZFAD. 

Claim ^9 (Previously Added) The method of claim ^40, where said brain cells are in the form 
of dissociated cells. 

Claim £44^ Previously Added): The method of claim wherein said brain cells are in the 
form of a brain slice. 

Claim^^Currently Amended) The method of claim^44, wherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, er and a cortex slice. 



Claim 246 (Cancelled) 

Claim (Currently Amended) The method of any one of claims 2 4 0 2 4 6 24Q^5 Twherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim (Previously Added) The method of clairo^fTT wherein said rodent is a mouse. 



Claim 2^(Previously Added) The method of claim yn, wherein said rodent is a rat. 
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C\am\25u (Currently Amended) The method of any one of claims 2 4 0 2 4 6J >48*23T , wherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim ^^(Previously Added) The method of clain^^C wherein said rodent is a mouse. 

Claim ^?T(Previously Added) The method of claim ^Sff, wherein said rodent is a rat. 

Claim 22% (Currently Amended) The method of claim^^ wherein said characteristic is said 
production and/or release of brain-produced cytokines TGF-beta, IL-lb, or TNF or LPS . 

Claim ^^(Currently Amended) The method of claim ^Kjfwherein said compound is selected 
from the group consisting of a compound which is se l e ct e d from th e group consisting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 

Claim 2&f- (Currently Amended) The method of claim S^^fwherein said compound is N-CBZ-L- 
phenvlalanvl-L-alanine-diazomethylketone ZPAS 

Claim ^^(Previously Added) The method of clain^^fwhere said brain cells are in the form 
of dissociated cells. 
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Claim ^fl (Previously Added): The method of claim ^S^Twherein said brain cells are in the 



form of a brain slice. 



Claim g£*f (Currently Amended) The method of claim 2#f, wherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, of and a cortex slice. 



Claim 259 (Cancelled) 

Claim 2^(Currently Amended) The method of any one of claims 253 - 259 J £3k25jC wherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim JjSI^Previously Added) The method of claim 2£#T wherein said rodent is a mouse. 

Claim ^^(Previously Added) The method of claim 260; wherein said rodent is a rat. 

Claim 2p& (Currently Amended) The method of any one of claims 253 - 259 2g3*agg . wherein 



said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim 2£A (Previously Added) The method of claim 2^Jf wherein said rodent is a mouse. 

Claim ^fitf (Previously Added) The method of claim l^f, wherein said rodent is a rat. 
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Claim,26(f (Previously Added) The method of claim^^J^T wherein said characteristic is said 

microglia reaction or microglial activation. 

Claim ^f*(Currently Amended) The method of claim^6< wherein said compound is selected 
from the group consisting of a compound which is s e l e ct e d from th e group con s i s ting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 

Claim^ff^Currently Amended) The method of clainx2#fT wherein said compound is N-CBZ-L- 
phenylalanyl-L-alanine-diazomethylketone ZPAD . 

Claim ^^^(Previously Added): The method of claim ^66, wherein said brain cells are in the 
form of dissociated cells. 

Claim 2"Ttr(Previously Added): The method of claim wherein said brain cells are in the 
form of a brain slice. 



_. \<s> 



Claim ^r(Currently Amended) The method of claim^D, wherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, er and a cortex slice. 
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Claim 272 (Cancelled) 

Claim ^73 (Currently Amended) The method of any one of claims 266 272 wherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim ^^(Previously Added) The method of clairru3^5Twherein said rodent is a mouse. 

Claim J#*> (Previously Added) The method of claim ^ffT y wherein said rodent is a rat. 

Claim,^??) (Currently Amended) The method of any one of claims 266 272 2 66 29 t , wherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Chim^fff (Previously Added) The method of claim }ffS y wherein said rodent is a mouse. 

Claim ^^(Previously Added) The method of clairn^Z^f wherein said rodent is a rat. 

mo 

Claim 2& (Previously Added) The method of claim^^f wherein said characteristic is said 
indications of brain inflammatory reactions. 

Claim ^0 (Currently Amended) The method of claim^^ftvherein said compound is selected 
from the group consisting of a compound which is s e l e ct e d from the group consisting of 
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chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 

Claim ^"(Currently Amended) The method of claim^^ wherein said compound is N-CBZ-L- 
phenylalanyl-L-alanine-diazomethylketone Z¥AD. 

Claim ^S2^(Previously Added) The method of claim^^i where said brain cells are in the form 
of dissociated cells. 

Claim ^&3^(Previously Added): The method of claim 2?^ wherein said brain cells are in the 
form of a brain slice. 

Claim^<r(Currently Amended) The method of claim^8*Twherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, or and a cortex slice. 



Claim 285 (Cancelled) 

Claim ^^TCurrently Amended) The method of any one of claims 279 285^2Jfl~2»f. wherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim ^jft (Previously Added) The method of claim ^^^Twherein said rodent is a mouse. 
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Claim 2%& (Previously Added) The method of clairrj^StCwherein said rodent is a rat. 

Claim ^^Currently Amended) The method of any one of claims 279 - 2 8 5 23»£gC wherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim ^^(Previously Added) The method of claim^S^fwherein said rodent is a mouse. 

Claim (Previously Added) The method of claim 2*9, wherein said rodent is a rat. 

Claim ^P2T(Previously Added) The method of claim^i^ wherein said characteristic is said 
conversion ofp35 to p25. 

Claim^y (Currently Amended) The method of clainj^i^f wherein said compound is selected 
from the group consisting of a compound which is s e l e ct e d from th e group con s isting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 

Claim 29*f (Currently Amended) The method of claim^P^ wherein said compound is N-CBZ-L- 
phenylalanyl-L-alanine-diazomethylketone ZPAP. 
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Claim^95 (Previously Added) The method of ch\m2^ where said brain cells are in the form 
of dissociated cells. 

Claim,?^ (Previously Added): The method of clairnJ0#Twherein said brain cells are in the 
form of a brain slice. 

Claim ^^fturrently Amended) The method of claim 2^6, wherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, er and a cortex slice. 



Claim 298 (Cancelled) 

Claim^^Currently Amended) The method of any one of claims 292-298^9a^TTwherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim 3#u( Previously Added) The method of claim ^^P^fwherein said rodent is a mouse. 

Clairrj^l (Previously Added) The method of claim wherein said rodent is a rat. 

Claim 2p2 (Currently Amended) The method of any one of claims 292 29 8 2g2*£97 Twherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 
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Claim^)3 (Previously Added) The method of claim wherein said rodent is a mouse. 

Claim y)4 (Previously Added) The method of clairtj^©2^ wherein said rodent is a rat. 

Claim^e^Previously Added) The method of claim wherein said characteristic is said 
changes in the level and/or activity of cyclin dependent protein kinase 5 (cdc5). 

Claim ^dtf^Currently Amended) The method of claim^^T^herein said compound is selected 
from the group consisting of a compound which is s e l e ct e d from th e group consi s ting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 

Claim ^dTfCurrently Amended) The method of claim ^^tvwherein said compound is N-CBZ-L- 
phenylalanyl-L-alanine-diazomethvlketone ZPAD . 

Claim jPS^reviously Added) The method of claim>€57 where said brain cells are in the form 
of dissociated cells. 

Claim 3£p^reviously Added): The method of claim 3G#f wherein said brain cells are in the 
form of a brain slice. 
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Claim ^KT(Currently Amended) The method of claim wherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, or and a cortex slice. 



Claim 3 1 1 (Cancelled) 

ClaimJJ^Currently Amended) The method of any one of claims 305 31 1 ^ 5^T6T wherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim 3-W"( Previously Added) The method of cfaim^M^ wherein said rodent is a mouse. 

Claim^3^(Previously Added) The method of claim JJ>2fwherein said rodent is a rat. 
TP* 

Claim ^J^(Currently Amended) The method of any one of claims vis - ii ^J^ -i+ff 0 m/W^in 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim^^W^Previously Added) The method of clainj>l^wherein said rodent is a mouse. 

Claim 34<^Previously Added) The method of claim^*^ wherein said rodent is a rat. 

10* wo 

Claim ^re^Previously Added) The method of claim^+Sfwherein said characteristic is said 
changes in the level and/or activity of mitogen activated protein kinases. 
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Claim }t£ (Currently Amended) The method of any one of claims ^^ I S.f?* ** wherein 
said rodent brain cells are apolipoprotein E-deficient rodent brain cells. 

Claim 32ff(Previously Added) The method of claim ^2£f\vherein said rodent is a mouse. 

Claim^J^T^Previously Added) The method of claim 3£^Twherein said rodent is a rat. 

Claim £2^ (Currently Amended) The method of any one of claims 31 8- 32 4 a 3JJ8*^3£5r wherein 
said rodent brain cells are apolipoprotein E-containing rodent brain cells. 

Claim ^^XPreviously Added) The method of clairn^^ wherein said rodent is a mouse. 

Claim^J^ff (Previously Added) The method of clairr^dKTwherein said rodent is a rat. 



7. Authorization for this examiner's amendment was given in a telephone interview with 
Michele Cimbala (Reg. No. 33851) on 7 October 2003. 



Summary 

8 Claims 95-101, 103-114, 116-127, 129-140, 142-153, 155-166, 168-179, 181-192, 194- 
205, 207-219, 221-232, 234-245, 247-258, 260-271, 273-284, 286-297, 299-310, 312-323, and 
325-330 are hereby allowed. 
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Claim 2*9 (Currently Amended) The method of claim^J^fwherein said compound is selected 
from the group consisting of a compound which is s e l e ct e d from th e group con s isting of 
chloroquine, N-CBZ-L-phenylalanyl-L-alanine-diazomethylketone, N-CBZ-L-phenylalanyl-L- 
phenylalanine-diazomethylketone, and beta-amyloid. 

Claim^2!D(Currently Amended) The method of claim ^Jty wherein said compound is N-CBZ-L- 
phenvlalanyl-L-alanine-diazomethylketone ZPAD . 

Claim ^21^(Previously Added) The method of claim ^tBfwhere said brain cells are in the form 
of dissociated cells. 

Claim ^a^Previously Added): The method of claim^fcfwherein said brain cells are in the 
form of a brain slice. 

Claim^a^fCurrently Amended) The method of claim 32£fwherein said brain slice is selected 
from the group consisting of a hippocampal slice, an entorhinal cortex slice, an 
entorhinohippocampal slice, a neocortex slice, a hypothalamic slice, er and a cortex slice. 



Claim 324 (Cancelled) 
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9. The Examiner acknowledges that acceptance of the above Examiner's Amendment does 
not mitigate in any way, shape, or form, Applicant's right to pursue additional subject matter in 
continuation, continuation-in-part, and/or divisional applications pursuant to 35 U.S.C. §120 and 
§121. 

10. The following articles, patents, and published patent applications were found by the 
Examiner during the art search while not relied upon for the grounds of a rejection, are here 
made of note: 

a. US 584969 1 (15 December 1 998) Majer et al. 

b. US 5686269 ( 1 1 November 1 997) Nixon 

c. US 57475 1 7 (5 May 1 998) Panetta et al. 

d. US 625 1 928 (26 June 200 1 ) Panetta et al. 

e. US 5858982 (12 January 1999) Tung et al. 

f. US 2002/0094958 Al ( 1 8 July 2002) Bahr 

g. Goldsby et al. KUB Y Immunology 4 ,h Ed. (pp. 6 1 7) 
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Conclusion 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Christopher James Nichols, Ph.D. whose telephone number is 
703-305-3955. The examiner can normally be reached on Monday through Friday, 8:00AM to 



If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Kunz, Ph.D. can be reached on 703-308-4623. The fax phone numbers for the 
organization where this application or proceeding is assigned are 703-872-9306 for regular 
communications and 703-872-9307 for After Final communications. The fax phone numbers for 
the customer service center is 703-872-9305 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0196. 



5:00PM. 



CJN 

October 7, 2003 




